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(57) P«J>epaT: 



CymHocn> H3o6pereHna 3aKJnoHaercH b tom, hto jum KoppeiajHH naTOJionrqecKHx 
HMMyHHHX peaiamfl iicnojn>3yiOT aicmBHpoBaHHyio $opMy cBepxManBix ^o3 mohokjiohojibhbix, 
nojiHioiOHajiBHi>ix hjih ecTecTBeHHBix aHTHTeji k imTOKHHaM, oSycjioBJiHBaiomHM TeneHHe 
BocnajieHHH, b tom nncjie ayTOHMMyHHoro, npuroTOBJieHHyio nyreM MHoroKpaTHoro 
; nocjie^oBaTejiBHoro pa3Be^eHHH h BHenmero B03^eficTBiw, npeHMymecraeHHo no 
roMeonaTHHecKofi tcxho jioihh . Ilpn 3tom motkct 6mtb Hcnojn»30BaHa cMecb aKTHBHpoBaHHwx 
4)opM aHnrreji k pa3JiHHHBiM ijHTOKHHaM, oGycJiaBjniBaioinHM TeneHHe BOcnaiiHTe jh>h oro 
npouecca. KpoMe Toro, b KanecTBe jieicapcTBeHHoro cpe/jcTBa jsjix KoppeKUHH naTOJiorHHCCKHX 
HMMyHHBix peaxmiii Ha ocHOBe aHTHTCJi k <|>aKTopy HeKpo3a onyxojm ajn>(J)a (OHO-a) 
HcnoJiKjyKyr aKTHBHpoBaHHyio (|>opMy aHTHTen k OHO-a, nojiyneHHyio nyreM MHoroKparaoro 
nocjieflOBaTejn>Horo pa3Be#eHHH h BHenmero B03fleftcTBH5i, npeHMymecxBeHHo no 
roMeonaTHHecKofi TexHOJiorHH, npeAnoHTHTenbHO b cmcch pa3jn*HH&ix, npeHMymecTBeHHO 
coTeHHBix, roMeonaraHecKHX pa3Be;neHHH. 
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CnOCOB KOPPEKl^HH IIATOJIOrHHECKMX HMMYHHblX PEAKUHH 
H JIEKAPCTBEHHOE CPE£CTBO 
OEJTACTb TEXHHKH 
H3o6peTeHHe othochtch k o6jiacni mc^hijhhbi h Mo^cer 6bitb ncnojiB30BaHO 
KoppeiotHH naTOJioraHecKHx hmmyhhbix peaiajHH, CBraaHHMx c BocnajiHTejiBHBiMH, b tom 
HHcue ayTOHMMyHHBiMH, npoDteccaMH. 

ITPEZPIIECTByiOIUHH yPOBEHB TEXHHKH 
H3 ypoBHH tcxhhkh H3BecTCH cnocoS jighghhr ayTOHMMyHHux 3a6ojieBaHHH nyreM 
BBeAeHHK aHTHTen k pa3JiHHHHM aHTOKHHaM, peryircipyiomHM TeneHHe BocnajnrrejiBHBix 
npoijeccoB, b tom HHCjie ayroHMMyHHoro BocnajieiniH. Ilpn 3TOM b KanecrBe jieicapcTBeHHoro 
cpe^CTBa Hcnojn>3yK)T aHrarejia k <t>aieropy HeKpo3a onyxojiH ajn>$a (OHO-a) (cm. Maini RN, 
Taylor PC.Anti-cytokine therapy for rheumatoid arthritis. Annual Reviews in Medicine. 
2000;51:207-229.). 

OAHano nojiyneHne flaHHBix npenapaTOB TexHOJioriiHecKH cjiohcho, HeB03M0>KH0 
Hcnojn>30BaHHe uejiBHbix reTepojioraHHbix aHnrren (Hcnojtb3yioT XHMepHBie aHTHTejia), a 
Ha3HanaxoT npenapara b othochtcjibho Sojibihhx fl03ax (ho 5 mt/kt Beca). TepaneBTunecKHH 

3<J>4>eKT TaKHX npenapaTOB OCHOBaH Ha CB«3BIBaHHH (HHaKTHBaUHIl) uhtokhhob. 

PACKPMTHE H30EPETEHHJI 
H3o6pereHne HanpaBJieHO Ha co3flaHHe npenapaTa c HMMyHOTponHOH aicrHBHOCTBio, 
npeHMymecTBCHHO rjvi jieneHHa BocnajnrrejiBHBix, b tom ^ncjie ayroHMMyHHBix, 3a6ojieBaHirii, 
o6ecneHHBaiomero npoTHBOBOcnajiHTejiBHBm sc^eicr He 3a cneT cb^bibsihhh (iiHaKTHBamiH) 
UHTOKHHa, a 3a cneT MOAH^Hxai^HH nocjie^Hero. ripH 3tom hobbih npenapaT oica3&iBaeT 

3(J)(i)eKT, CHHeprHHHbril C 3<J)<J)eKT0M miTOKHHa. 

PeineHHe nocraBjieHHoii 3a^aHH o6ecne*oiBaeTCfl TeM, hto ww KoppeicuHH 
naTOJioniHecKHx HMMymiBix peaKunii Hcnojn>3yioT aKTHBHpoBaHHyio $opMy CBepxMarn>ix j\Q3 

MOHOKJIOHaJIBHBDC, nOJniKJIOHajIBHBIX HJIH eCTeCTBCHHBIX aHTHTeJI K IJHTOKHH3M , 

peryjmpyiomHM TeqeHHe BOcnajiHTejiBHBix npoueccoB, b tom nncjie ayroHMMyHHoro 
BocnaneHHfl, npnroTOBJieHHyio nyreM MHoroicpaTHoro nocjieaoBaTejiBHoro pa3Be#eHHii h 
BHemHero bo3J5chctbhh, npeHMymecTBeHHo no roMeonaTHHecKon TexHOJioran. 

IlpH 3T0M MOMCeT 6B1TB HCnOJTB30BaHa CMeCB aKTHBIipOBaHHBIX tyopM aHTHTeJI K 

pa3 jni hhbim unTOKMHaM, peryjnipyiomHM TeneHHe BocnajniTejiBHoro npoijecca. 

KpoMe Toro, b xcanecTBe jieKapcTBeHHoro cpeflcrraa jjjul KoppeKUHH naTOJionraecKirx 
HMMyHHBix peaicmnl Ha ocHOBe aHTHTeji k <|>aKTopy HeKpo3a onyxojra ariB<J>a (OHO-a) 
Hcnoin>3yK)T aKTHBHpoBaHHyio <|)opMy aHTHTen k OHO-a, noJiyneHHyio nyreM MHoro KpaTHO ro 
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nocjieflOBaTejibHoro pa3Be,neHHH h BHeniHero B03fleiiCTBH5i, npeHMymecTBeHHO no 
roMeonaTHHecKofi TexHOJiorHH. 

Ftpn 3tom rsw nonyneHHa aHTHTeji Hcnojib3yK>T HejiOBenecKHH hjih reTepojioniHHBiH 
4>aKTop HeKpo3a onyxojin ajib^a, b tom HHCJie peKOM6HHaHTHbiH. 

IlpeOTOHTHTejIbHO HCnOJIB30BaHHe CMeCH pa3JIHHHbIX, npeilMymeCTBCHHO COTeHHBIX, 

roMeonaTHHecKnx pa3Be#eHHfi. 

nojiyneHHoe b cootbctctbhii c H3o6peTeHHeM jieKapcTBeHHoe cpe^cTBO npe^CTaBJUieT 
co6oh hobmh HMMyHOTponHBrii ^apMaKononiHecKHH npenapar, kotopmh xapaierepH3yeTCH 

Bbipa^CeHHOH CneiJH(|>HHeCKOH <J>apMaKOJIOrHHeCKOH aKTHBHOCTbKh IlpH 3TOM 

npoTHBOBOcnajiHTejn>HbiH ac^eicr, b OTjuiHue ot RePLcrmix aHTirreji b <|>H3HOJioniHecKnx h/hjih 
TepaneBTHHecioax fl03ax, o6ycjiOBJieH He 6jiOKa#oft <t>HO-a, a ero MOflinJraKamieH 
(jieKapcTBeHHoe cpe^cTBO OKa3biBaeT cHHepriiHHbm OHO-a 3$4>eKT). 

ITpn 3tom HajiHHiie TepaneBTHHecKoro 3<i>(j)eKTa y CBepxMajibix ao3 amnrex, 
aKTHBHpoBaHHbix no roMeonaTHHecKofi TexHOJiorHH, a TeM 6ojiee - ero oflHOHanpaBJieHHOcrb c 
AeficTBHeM ncxoflHbix aHTHxen - He cjie^yeT H3 H3BecTHoro ypoBEm 3HaHHii h BbiflBJieHa 

aBTOpOM. 

BAPHAHTLI OCyiHECTBJIEHHil H30BPETEHK3 
JleKapcxBeHHbiH npenapaT npHTOTOBJimoT npeHMymecTBeHHO cJiejjyiomHM o6pa30M. 
PeKOM6HHaHTHbiii HejioBenecKHH ^aicrop HeKpo3a onyxojm ajib(|>a, 3KcnpeccHpyeMbrii b 
Escherichia coli, oHHmeHHbm nyreM 3Jieicrpo(|>ope3a h coflepacamnii He MeHee 97% amrHBHOH 
cy6cTaHi*HH, Hcnojn>3yK)T b KanecTBe HMMyHoreHa ajdi HMMyHH3aijHH kpojihkob. nojiyneHHSie 
HMMyHHbie nojiHKJioHajibHbie aHTHTena onnmaioT mcto^om a4)4)HHH0H xpoMaTorpa<j)HH c 
6emcoM A. 

MeroOTKa noJiynemiM nojraiaiOHajibHbix HMMyHHbix airorreji onncaHa, HanpHMep, b KHiire: 
HMMyHOJiorHHecKne Meroflbi/ noa pea. r.OpHMejra, M., MeflHijHHa, 1987, c.9-33. 

BbiAejieHHbie aHTHTejia k peKOM6nHaHTHOMy 4>aicTopy HeKpo3a onyxojra ajn»$a 
HenoBeica nocjieaoBarejibHO MHoroKparao pa3BOfl»T h no^BepraiOT BHenmeMy MexaHHnecicoMy 
B03AeHCTBHio ao nojiynemra CBepxMajibix hjih MajiBix #03, HanpHMep, no roMeonaTHHecKofi 
TexHOJiorHH noTeHimpoBaHHH (cm. roMeonaraqecKHe jieKapcTBeHHbie cpeflCTBa. PyKOBOflCTBO 
no oimcaHHio h H3roTOBJieHHio ? B.IIlBa6e, MocKBa, 1967, c.12-38). llpn stom npoH3Boa*T 
paBHOMepHoe yMeHbmeHHe KomjeHTpaijHH nyreM nocjie^oBaTeJibHoro pa3Be,zjeHHfl 1 oGbeMHoft 
Hacra hcxoahoh cy6cTaHUHH (aHTHTeji) b 9 o6beMHbix nacT^x (mix AecHTHHHoro pa3Be#eHH* 
D) hjih b 99 o6beMHbix nacTHX Czyw coTeHHoro pa3BefleHiw C) HeirrpajibHoro pacTBopirreJiJi c 
MHoroKpaTHbiM BepTHKaiibHbiM BCTpHxiiBaHHeM Kaamoro nojiyneHHoro pa3BeaeHHfl h 
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Hcnojn>30BaHHeM npeHMynjecTBeHHo oxnejibHbix eMKOCTeft £jlh KaaeAoro nocjie^yiomero 
pa3BeaeHH5i jxo nojiyneHHa Tpe6yeMofi ao3bi (ncnreHmni). 

BHennnoio o6pa6oTKy b npouecce yMeHbineHHH KOHueHTpamra Taioice mo^kho 

OCymeCTBJWTfc yJIBTpa3ByKOM, 3JieiCrpOMarHHTHbIM HJIH HHBIM <J)H3HHeCKHM B03AeHCTBIieM. 

Hcnojn>3yK>T npHroTOBJieHHoe tskhm o6pa30M jieicapcTBeHHoe cpeflCTBO, 
npeHMymecTBeHHo, b npHBurr&ix b roMeonaTHHecKofi npaKTHKe neicapcTBeHHbix <£op Max H 
pa3BefleHHHX, b BH^e cnHpxoBbix hjih bootmx pacTBopoB hjih Ta6jieTOK (rpaHyji), noJiyneHHbix 
nyreM nponHTtroamiH ro HacbmjeHHH coflepacamerocK b jieKapcTBeHHott <})opMe Hanojunrrejia 
noTCHDCHpoBaHHMM pacTBopoM hjih Henocpc^CTBCHHtiM BBefleHHeM nocneflHero B acnaKyio 
jieKapcTBeHHyio <J>opMy. 
npHMep 1. 

IlpH H3yneHHH npoTHBOBOcnajnrrejibHoro ^eficTBHH aiCTHBHpOBaHHbix <|>opM CBepxMajibix 
£03 aHTHTen k OHO-ajm^a y Kp&ic BLntroajiH iiMMyimoe BocnaneHHe noJiHBiM a^biOBaHTOM 
OpeHH^a. OjiororeH bbootjih o^HOKpaTHO b no,zjyineHKy nan, noa njiaHTapH&m anoHeBpo3 
KpticaM-caMuaM. riojiHKjiOHajibHBie KpomiHtn aHTHTejia k KpbicHHOMy OHO-ajiB<j)a b BHfle 
cmcch roMeonaTHHecKHX pa3Be^eHHfl C12+C30+C200, b pacTBope 3ohaom per os eaceAHeBHO no 
0,5 MJi/Kpticy bboahjhi HaHHHan 3a cyncH ao HHOKyjiHijHH a,m>iOBaHTa b TeneHHe 15 cyroK (Ha 
npo*DDKeHHH Bcero pa3BHTHH BOcnanHTejibHoro npoijecca). B KanecTBe KpirrepHJi ojjemcH 
Hcnojn>30Bajra B&ipaaKeHHOCTB ranepeMHH h OTeKa npaBOH h jieBofi kohchhocih, KOTopbie 

H3MepJUIHCb OHKOMCTpHHeCKH B flHHaMHKe KaHCflbie 2 flHH. 

IlpH aHaJIH3e flaHHbDC O pa3BHTHH OTexa BocnajieHHoii KOHeHHOCTH BblHBJieHO, hto 

npenapaT 3<|)4>eKTHBHO yMeHbinaeT BbipaaceHHOcTb OTeica npn btophhhoh BocnajnrrejibHOH 
peaicmiH (noHBJWiomeHca Ha 10 Aem>): no cpaBHeHmo c KOHTpojieM Ha 50-80%. 
IIpiiMep 2. 

npn H3yneHHH aHajibreTHHecicoro ^chctbiih aKTHBHposaHHbix <$>opM CBepxMajibix #o3 
aHTiiTeji k npoBOcnanHTeJibHbiM ijHTOKiiHaM y Kpbic Bbi3biBajm HMMyHHoe Bocnajieroie noJTHtiM 
atfbK>BaHTOM OpeHH^a. <E>JiororeH bbootjih oflHoicpaTHO b noAyuieHKy Jian, no;* iuiaHTapHbifi 
anoHeBpo3 KpbicaM-caMuaM. CMecb nojnncjiOHajibHbix KpojniHbHx aHTHTen k KpbicHHOMy OHO- 
ajib^a h KptiCHHOMy HHTepjiefiKiiHy 8 b BHfle roMeonaTHHecKHx pa3Be#eHHH C30, b pacTBope 
30ewom per os e^ce^HeBHO no 0,5 Mji/icpbicy bboahjih HaHHHaa 3a cyncn no HHOKyjumHH 
a^biOBaHTa b TeHemie 15 cyroK (Ha npoTJOKeHim Bcero pa3Birnra BocnajnrrejibHoro npouecca). 

AHansreTHHecKoe fleftCTBHe npenapaTa Ha nopor 6ojieBofl HyBCTBirreJibHOCTH 
BocnaneHHbix TKaHefi k ^eftcTBHK) 6oJieBbix cniMyjiOB nccJieaoBajra Ha MO^ejiH "ropjraefi 
njiacTHHbi". ^Chbothbix noMemann Ha ropanyK) nnacTHHy h perncrpHpoBajni jiaTeHTHoe BpeM* 
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HaxoKfleHim Ha miacTHHe ao MOMeHTa o6jiH3BiBaHHH BocnajieHHOil kohchhocth. IloKa3aTejnj 
perncTpHpoBajui nepe3 3 *iaca, 1 h 3 cyncH nocjie BBe^emia <|>jiororeHa. 

BBe^eHHe cMecH aKTHBHpoBaHHBix aHTHTeji k <I>HO-ajiB<f>a h HHTepjiefiKHHy 8 
yBejuiHHBajio BpeMa npe6broaHHH Ha ropjraeH njiacniHe Ha 1 h 3 cyncH b 1.7 n 3.0 pa3a 

COOTBeTCTBeHHO no CpaBHeHHK) C KOHTpOJieM (^HCTHJIJIHpOBaHHaH BO#a). 

IlpHMep 3. 

BojibhoiS K., 57 JieT, b TeneHHe 5 JieT cTpa^aiomufi peBMaroHAHBiM apTpHTOM (PA), iciacc 
III no 4>yHKuiioHajiBHOH KJiaccii(J)HKauHH AMepHKaHCKofi KoJiJierHii PeBMaroJioroB, 6biji 
rocnHTarni3HpoBaH no noBOAy o6ocTpeHiia 3a6oJieBaHiia. IIpH nocTyiuieHHii: acaJio6Bi Ha 
jinxopa^Ky, 3HaHHTejiBH0e ycnueHHe yTpeHHefl CKOBaHHOcra xi 6ojiefi b nopaaceHHtix cycraBax, 
hx onyxaHHe. 06^eieniBHo: TeMnepaTypa 37.5°C, BBipa^ceHHaa ranepeMira h Ae(|>Hrypamiii 
jiyqe3anncTHBix, rojieHOCTOimBix, npoKCHMajibHbix Meac^anaHTOBBix cycTaBOB cycTaBOB, 6ojib 
npn naJEbnaijHH. B aHantree kpobh: C03 35 mm/h, peBMaTOH#HbiH 4>aKrop " H "- B cbh3h c 
huoxoh nepeHOCHMOCTBK) Hecreponj^HBrx npOTiiBOBocnajiHTejibHBix cpe^crB Ha3HaneHo: 
M0HOKJioHajn>HBie aHTHTejia k peKOM6HHaHTHOMy nejiOBenecKOMy <|>aKTopy Heicpo3a onyxojra 
ajn>4>a b cmcch roMeonaTHHecKnx pa3BeAeHHH C50, C200 h CI 000 — no 1 Ta6jieTKe 3 pa3a b 
#eHb. Hepe3 3 cyroic nocjie Havana JieneHira 6ojibhoh otmcthji 3HaHHTejibHoe yMeHBineHne 
6ojieBoro cmmpoMa, TeMnepaTypa Tejia cHH3HJiacb jxo HOpMOTepMHH . K 7 cyncaM jieneHHa: 
coxpaHJieTCfl yrpeHHan CKOBaHHOcTB, oTMenaBmajica ro rocmrrajiH3arpra. Bojibhoh BbmncaH Ha 
14 cyncn c KjraHi«co-Jia6opaTopHofl peMHccnefi. PeKOMeHAOBaH npo^HJiaxnrqecKHH npneivi 
npenapaTa no 1 TaSjienee nepe3 nem>. Hepe3 2 Mecana nocjie bbhihckh 6ojn>HOMy H3MeHeH 
KJiacc in Ha Kjiacc II no <j)yHKunoHajibHOH ioiaccn<|>HKaimH PA. 

IlpHMep 4. 

BojiBHax y., 67 Jier, b TeneHHe 10 JieT crpaaaeT npaBOCTopoHHHM KOKcapTpo30M. 
06pamjiacB k Bpany no noBoay ycHJieHM hohhbdc 6ojiefi, 6ojiefi npn ABEDKemm h 
yMeHbnieHHfl hoabidkhocth b cycraBe. Ha3HaneHo: kpojihhbh aimrrejia k peKOM6HHaHTHOMy 
nejiOBenecKOMy (j>aKTopy HeKp03a onyxojm (OHO) ajn><j)a b cmcch roMeonaTenecKHx 
pa3BeAeHHH CI 2, C30 h C200 - b bo#hom pacTBope - no 5 mji 3 pa3a b aeHb. Hepe3 3 aha nocjie 
Hanajia neneHHa 6ojDbHaa OTMemna HCHe3HOBeHne hohhbdc 6ojien h 6oJiett npn ABiiaceHHH. Ha 7 
cyncH npneMa npenapaTa noABH3KHOcn> b npaBOM Ta3o6eApeHHOM cycraBe BepHyjiact k 
Hcxo^HOMy ypoBmo (ao o6ocTpeHHfl). B pe3yjn>TaTe KypcoBoro npneMa aHnrreji k OHO-ajn>$a 
b TeneHHe 2 MecaijeB npn peHTreHorpa(|)HHecKOM HccneAOBaHHH BbimneH perpecc 
peHTreHonoraHecKHx npH3HaKOB KOKcapTpo3a. 3to conpoBo^ajiocB yBemraeHHeM aMiumTyAbi 
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naccHBHBix h aKTHBHBix ^HHceHHH b cycTaBe. B Te^eHHe Bcero nepno^a jienemiH 6ojibHan 
OTMenajia OTcyTCTBHe 6ojiefl b cycTaBe. . 
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OOPMYJIA H30EPETEHHH 

1. Cnoco6 KoppeKmra naTojioriiHecKHX HMMyHHbK peaKmw nyreM BBeaeHiia aHTHTeji k 
UHTowiHaM, xapaKTepHsywmHHca TeM, hto ncnojibsyioT airrHBHpoBaHHyio cfropMy cBepxMajiMx 

fl03 MOHOKJIOHaJIbHbK, nOJlHKJIOH£UIbHbK HJUI eCTeCTBCHHbK aHTHTeji K UHTOKMHaM, 

o6ycjioBJiHBaiomHM TeneHHe Bocnajiemia, b tom HHCJie ayroiiMMyHHoro, npuroTOBJieHHyio 
nyreM MHoroKpaTHoro nocjieaoBarenbHoro pasBeaeHiw h BHeinHero BOSflefiCTBiia, 
npeHMymecTBeHHO no roMeonaTHHecKOii TexHOJiornn. 

2. Cnoco6 jieHemia no n.l, xapaKTepHsyroimificn Te M , hto ncnoJibsyioT cMecb aicriiBHpoBaHHbix 
4>o P M aHTHTen k pasjfflHHbiM mrroKHHaM, oGycjiaBJiHBaiomHM TeneHHe BOcnajiHTejibHoro 
nponecca. 

3. Jle K apcTBeHHoe cpe^cTBO fljia KoppeicnHH naTOJiorHnecKHX HMMyHHbK peaiamfl H a ocHOBe 
aHTHTen k (fraicropy neicposa onyxojin ajnxfca (OHO-a), xapaicrepHsyiomeeca T eM, hto coflepacnr 
aKTHBHpoBaHHyio 4>op M y aHTHTeji k OHO-a, nonyneHHyio nyreM MHoroKparaoro 
nocjieflOBaTejibHoro pasB^nemw h BHenmero BoaaeficrBim, npeHMymecTBeHHO no 
roMeonaTunecKOH TexHOJioniH. 

4. JleKapcTBeHHoe cpeflcrBO no n.3, xapaKTeproyiomeeca TeM, hto noJiyHeroia aHTHTeji 
HcnoJib 3 yioT HeJioBenecKHft hjih rerepoJionwHHtt <i>aKTop Heicposa onyxoJiH ajib<pa, b tom hhcjks 
peKOM6HHaHTHbrii. 

5. JleKapcTBeHHoe cpeflcrao no n.3 mm 4, xapaKTepnsyiomeeca TeM, hto coaepaorr CMecb 
pa3JiHHHbix, npeHMymecTBeHHO coTeHHbix, roMeonaTHHecKHX pasBCueHHfi. 
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